
Ap 



1^ 



^^^SmCDECISIONS IN THE TREATMENT 
OF HIV/AIDS Sheet 1 of 50 




o 



o 



O 



.2 

Q> 



5: 



CO 
C 

o 

c: 

Q) 



o 



* 

Q. 




in 



i fit "'W ^"w f"^' 




01 

in 

I MM 

o 

3 



C 

E 

CO 



01 



o 



I p 



O 



OCT 1 7 2002 



Applicants : Neil T. Parkin and Rainer Ziermannr'l- ^ 
U. S. Serial No. 09/874,472 ^^-^ 
g Date: June 4, 2001 

of the Invention :MEANS AND METHODS FOR 
OTORING PROTEASE EWIBITOR 
IRETROVIRAL THERAPY AND GUIDING 
THERAPEUTIC DECISIONS IN THE TREATMENT 
OF HIV/AIDS 

Sheet 2 of 50 



U. S. 



2/50 



i 8 

^ < 
3 





^^^^ 





Applicants : Neil T. Parkin and Rainer Zlermann 
U. S. Serial No. 09/874,472 T"^ Q ^ '^"'i^' M 
Filing Date: June 4, 2001 - " ^"^ 

Title of the Invention: MEANS AND METHODS FO 
MONOTORING PROTEASE INHIBITOR 
ANTIRETROVIRAL THERAPY AND GUIDING 
TOOl^^TIC DECISIONS IN THE TREATMENT 

Sheet 5 of 50 




n ^'-n "i?" n 

^**«' ^****fi -i* _'^t*-|4- Xuuti 



5/50 



0 




O 

o 
o 
o 



o 
o 



o A 

o .2 
o 



o 
o 

• 

o 



c 

0) 
O 

c 
o 

o 

3 



o 
o 



II II 



5 Si 
Si --a 



1^ 




Applicants : Neil T. Parkin and Rainm3iemttatm":^F' 3 ii ii «ii ir«ii =ii ir ii t 

U. S. Serial No. 09/874,472 S*..?-' ■T.i^* €3^ .i^^" ^^^r- -^^^ .i*^ iii:;. hi ^li.. ...Oi.. 

Filing Date: June 4, 2001 — 

Title of the Invention: MEANS AND METHODS FOR 

MONOTORING PROTEASE INHIBITOR 

ANTIRETROVIRAL THERAPY AND GUIDING 

TH^^WnC DECISIONS IN THE TREATMENT 

Sheet 6 of 50 




FIGURE 4A 



6/50 



100 



w T i ■ ■ ■ 

h Patient 
Ref.: 



T 1 »p»» H | 




1 



0.0001 0.0010 0.0100 0.1000 

drug concentration (//M) 



1 .0000 



FIGURE 4B 



IDV 



lOOU Patient:. 




0.0001 0.0010 0.0100 0.1000 

druQ concentration iuM) 



1 .0000 




0.0001 0.0010 0.0100 0.1000 1.0000 

drug concentration (//M) 



FIGURE 4D 

NFV 




0.0001 0.0010 0.0100 0.1000 1.0000 

drug concentration {//M) 





Applicants : Neil T. Parkin and RamsTiS^svmmir"^' !l >\ is |1 "'-j*' 'TM ^''l v"^^ ""i'' 
U. S. Serial No. 09/874,472 n.d^W^sZi .^i'' ^' "^^ ^^ll. 

Filing Date: June 4, 2001 

Title of the Invention: MEANS AND METHODS FOR 
MONOTORING PROTEASE INHIBITOR 
ANTIRETROVIRAL THERAPY AND GUIDING 

SS?S^^S!I'^ DECISIONS IN THE TREATMENT 
yJt HIV/AIDS 

Sheet 8 of 50 




8/50 




^^^^ 

o 





Applicants : Neil T. Parkin and Rainer Ziennann 

U. S. Serial No. 09/874,472 iHl C?i ^'T^V '^'T 5i li fi si iV^u -41 ^"-^w iV^i 

Filing Date: June 4, 2001 -^j) iL^^ ^' -^yJ-'^^'^r At' „JL IH-;^ .t^- -.^Uj! 

Title of the invention: MEANS AND METHODS FOR 
MONOTORING PROTEASE INHIBITOR 
ANTIRETROVIRAL THERAPY AND GUIDING 
THERAPEUTIC DECISIONS IN THE TREATMENT 
OF HIV/AIDS 

Sheet 9 of 50 




9/50 



FIGURE 5A 

lOOhpa^jent: 



SQV 




0.0001 0.0010 0.0100 0.1000 

drug concentration ipM) 



1.000 



FIGURE 5B 



IDV 



100 - 




O.O001 0.0010 0.0100 0.1000 

drua concentratinn lnM\ 



1.000 




Applicants : Neil T. Parkin and Rainer^krmw, « p 

U. S. Serial No. 09/874,472 J jr«l^i .^-'^ IM^JmU ^, 1^ f t /'i^^ 

Filmg Date: June 4, 2001 

Title of the Invention: MEANS AND METHODS FOR 
MONOTORING PROTEASE INHIBITOR 
ANTIRETROVIRAL THERAPY AND GUIDING 
THERAPEUTIC DECISIONS IN THE TREATMENT 
OF HIV/AIDS 

Sheet 10 of 51 




10/50 

FIGURE 5C RTV 




drug concentration (/yM) 



FIGURE 5D 

NFV 




0.0001 0.0010 0.0100 0.1000 1.000 

drug concentration (//M) 



ti ii 'ii. 




Applicants : Neil T. Parkin and Rainer 

U. S. Serial No. 09/874,472 

Filing Date: June 4, 2001 
Title of the Invention: MEANS AND METHODS FOR 
MONOTORING PROTEASE INHmiTOR 
ANTIRETROVIRAL THERAPY AND GUTODVG 
THERAPEUTIC DECISIONS IN THE TREATMENT 
OF HIV/AIDS 

Sheet 11 of 50 




11/50 



if if i'l A) 



n J* ^, H 

iAi*Ai ■ - ■ ■ ■ ■ 




IT) 





Applicants : Neil T. Parkin and Ralner Ziermann 
0. S. Serial No. 09/874,472 

JtlnlTiny^^^^^ AND METHODS FOR 

^■koTORING PROTEASE INHIBITOR 
^■TlRETROVIRAL THERAPY AND GUIDING 
^"ISr^EUTIC DECISIONS IN THE TREATMENT 

OF HIV/AIDS , 

Sheet 12 of 50 



12/50 





Applicants : Neil T. Parkin and Rainer Ziermann if 11 ^ H 7 ''" " " 



U. S. Serial No. 09/874,472 
ing Date: June 4, 2001 

" of the Invention:MEANS AND METHODS FOR 
OTORING PROTEASE INHIBITOR 
IRETROVIRAL THERAPY AND GUIDING 
THERAPEtmC DECISIONS IN THE TREATMENT 
OF HIV/AIDS 

Sheet 13 of 50 



^^Hnj 

mm 

^Pri 




13/50 . 





Applicants : Neil T. Parkin and Rainer Ziermann r 11 T ^IJ-^U-'^^ ^ ^ "H i d .jy 

iJ S. Serial No. 097874,472 ''^-^ - " " ^ *" 

^^i&ling Date: June 4, 2001 
n ^Hfr of the InventionrMEANS AND METHODS FOR 

^^RrOTORING PROTEASE INHIBITOR 
as ^WllRETROVIRAL THERAPY AND GUIDING 

to THERAPEUTIC DECISIONS IN THE TREATMENT 

^ OF HIV/AIDS 

C Sheet 14 of 50 

* * 

xn 




3 14/50 




— Filir 



Applicants : Neil T. Parkin and Rainer fflmiaiiH" h 
U. S. Serial No. 09/874,472 IlI^'^^ J 

Filing Date: June 4, 2001 

^I'ilt^ ^''^ Invention:MEANS AND METHODS FOR 
^ONOTORING PROTEASE INHIBITOR 
NTIRETROVIRAL THERAPY AND GUIDING 
?S?S^H!I'^ DECISIONS IN THE TREATMENT 

Sheet 15 of 50 



41 » Jl .f- 

*4 r+» 



-IT"- 




75/50 

FIGURE 6D 

Site Directed RT Mutants (G 1 90 Series) 




G 190 Mutants 



A = Ala C = Cys 
E = Glu Q = Gin 
S= Ser T = Thr 




Applicants : Neil T. Parkin and Rain^jl^^af 
I). S. Serial No. 09/874,472 ' - — ' 

-^Si^X'ln^^l^L-^ AND METHODS FOR 
MONOTORING PROTEASE INHIBITOR 
ANrrTOFTW>Vm^ THERAPY AND GUIDING 
^ISKimFDECIslo^^ THE TREATMENT 

OF HIV/AIDS 

Sheet 16 of 50 



.V ii i\ ii "il H'^B ^^jj ""r' #'11 




C 





c? 

CM 
O 



CO 
CO 



CO 
CD 



CO o 

CO CO 

-J o 



CO 

o 






33U3ja|.au |o % 



t t 

Q. Q. 



O 

U) 
CM 

O 



CO h~ 

Q < 

Z h- O 

O T- CO 

CO h> eo 

O < Z 

CO 



a. 

CO 
CD 



Q. Z 

-I o 



CO 

O 



m 

CM CM 
Q.Q. 




u. s 



Applicants : Neil T. Parkin and Rainer Ziermann r | 1 
U. S. Serial No. 09/874,472 

^Kv^tiln?^^ AND METHODS FOR 
'ONOTORING PROTEASE INHIBITOR 
^iiKmOVlRAL THERAPY AND GUID^^^^ 
THERAPEUTIC DECISIONS IN THE TREATMENT 
OF HIV/AIDS 

Sheet 17 of 50 



i! O -t' 



H 




77/50 






0) lE 



^ O 



9> O 



2. 




5 s 

o ^ 



^ o 

CM T- 

O O 
-cj- O 

o in 
V c) cvi A 



0) .r 



0^ 



CO 
Ui 

Q 

u 

• MM 




ill ■■imiiiiiiiiii II II I II 




Applicants : Neil T. Parkin and Rmn^m&S'y' M^-? E!l JL. O JL, 7 £S 2 
U. S. Serial No. 09/874,472 ^ * 

• Filing Date: June 4, 2001 
Title of the Invention: MEANS AND METHODS FOR 
MONOTORING PROTEASE INHIBITOR 
ANTIRETROVIRAL THERAPY AND GUIDING 
THERAPEUTIC DECISIONS IN THE TREATMENT 
OF HIV/AIDS 

Sheet 18 of 50 




18/50 



in 

V' 



e 



in 



I 



A 




(eBuBiio pioj ueaiu) Ajinqijdaosns 




Filing Date: June 4, 2001 

Title of the Invention :MEANS AND METHOns for 

^^SSJS™'^*^ PROTEASE K^imroR 

ANTIRETROVIRAL THERAPY SS) GmDINr 
™ HwTaI^''' decisions ^ ^ S?^NT 

Slieet 19 of 50 




19/50 



o 



to 




to , 

CM, CO 
ViCM 

□ 



in 



A 







o 

to 




I 



J 




(0 



(0 





73 



73 




I 



r 



— I— 

CM 



O 
CQ 
< 



CM T- 



(aBueqo pioj ucaiu) Aiinqjidaosns 



Applicants : Neil T. Parkin and Raliftk X^'^Siam* ^ ^^r S'J::. -at., S^* 
U. S. Serial No. 09/874,472 
Filing Date: June 4, 2001 

Title of the Invention: MEANS AND METHODS FO 
MONOTORING PROTEASE IP4HIBITOR 
ANTIRETROVIRAL THERAPY AND GUIDING 
THERAPEUTIC DECISIONS IN THE TREATMENT 
OF HIV/AIDS 

Sheet 20 of 50 






20/50 



FIGURE 61 



Low Replication Capacity is Associated with High 
Numbers of Mutations in Protease and L90M 



Replication 
Capacity 



i'J 




JS^'Jiig Date: June 4, 2001 

Sheet 21 of 50 



iH^'Mi '"isjt 

Ml ^JU ii^.V :2''^ }LJi 




2i/5(? 



C/5 



^ 2 

^ C3 



o 



o 





CO 



V 



V 

m 



V 



in 



> 




2i 



Co 

Si 

Ah 

a: 
•2 




tr% -^u:^- TL^itllfu-. 

Applicants : Neil T. Parkin and Rrflner Zi^&mi « 
if. S. Serial No. 09/874,472 
Filing Date: June 4, 2001 

Title of the Invention:MEANS AND METHODS 
MONOTORING PROTEASE INHffilTOR 
ANTIRETROVIRAL THERAPY AND GUIDING 
THERAPEUTIC DECISIONS IN THE TREATMENT 

OF HIV/AIDS _ 

Sheet 22 of 50 



"1? 



lis "it 
li )i 



if"- 




22/50 



XX 



in 



A 



o 
o 



V A 



o o 

CO (O 
3 3 
CO CO 



in 

CO 





LL. U. 





CQ 






o 




CO 



in 

CM 



CO 

c 
o 



CM 



. in 



- in 



CM 



(%) ApeclBO uoj^BOjidaa 





- -iV-ii isni ^:;:ti "'iP* n -li M,/' 

ifT&rlal No ' W/te™ ^ 
Filing Date: June 4, 2001 

Tjife^*^ InventionrMEANS AND METHODS fotJ^^V 

^^ISS^G PROTEASE riraBITOR^^^ ^^^^ 
ANTIRETROVIRAL THERAPY GWDINP 
™0f EOTIC DECISIONS IN ^ S?^NT 

Sheet 23 of 50 



23/5<? 



■52 



I 



'Si 



s; 




> 

00 



> 

in 



> 

00 





in 



in 



in 

CM 



s;33i3a BuissaooJd 





in 





o 


US 




M 














Applicants : Neil T. Parkin and Rainer ^igpn^J, J 
U. S. Serial No. 09/874,472 

fitti"§fX'inv?ntitn^ AND METHODS FOR 

pIONOTORING PROTEASE INHIBITOR 
ANTIRETROVIRAL THERAPY AND GUIDmG 
THERAPEUTIC DECISIONS IN THE TREATMENT 
OF HIV/AIDS 

Sheet 24 of 50 



t\"'h 




cn 



CN 



03 



A 



CN 



in 



in 



in 



in 



in 



GO 



ON 



CN 



A 



o 




o 


GO 




• 


* 


• 


• 


• 


CM 


r-l 


rH 


O 


o 


O 


GO 




rH 






« 


» 








rH 


rH 


rH 








rH 




o 






* 


• 


• 




rH 


rH 


o 


rH 


in 




rH 


CO 


GO 


* 


• 


■ 


• 


* 




rH 


rH 


o 


O 


CO 


ON 


O 


GO 


GO 


« 


• 


• 


• 


• 


1 






o 


o 








GO 


CO 


O 


• 






* 




rH 


O 


o 


o 






rn 




r— 1 


in 


* 


• 








CN 


rH 


rH 


rH 








in 


GO 


(N 


* 


■ 


* 


• 


(N 


rH 


O 


o 




o 


rn 








* 


• 


« 


« 




to 

U 1 


f— 4 

I 1 


rH 


rH 


o 




rH 


O 


GO 


o 




rH 


rH 


O 


rH 


rH 




CN 


ro 


rH 


GO 


rH 


rH 


rH 


rH 


00 


in 




CO 

■ 


• 


• 

CN 


rH 


* 

O 


o 


O 




O 


rH 


CN 


ro 




rH 


rH 


rH 


CN 



H Si 
^ ft. 



Si 

<2 



Si 




Applicants : Neil T. Parkin and Rainer ^^nSaiils. 
U. S. Serial No. 09/874,472 



^'i^ r-^, trr?^ ^,.^4^ T ... n ri i. r^i 



Filing Date: June 4, 2001 

itle of the InventionrMEANS AND METHODS FOR 
ONOTORING PROTEASE INHIBITOR 
.^VrmETROVIRAL THERAPY AND GUIDING 
THERAPEimC DECISIONS IN THE TREATMENT 
OF HIV/AIDS 

Sheet 25 of 50 




25/50 



U 



c 

*^ o 

o ^ 
o ^ 

= B 

u ^ 



s 



[ 



c 
i: 
i: 



00 



c 
o 



2 



CM 



< 

CO 

0) 





Q. 

00 ^ 



<0 X 



< 

CM (0 




(£4 





^ (OaN3) JO % 





Applicants : Neil T. Parkin and Rainer Ziermautn h ' m s « il ""^ -i-R «J<' J'"" 

U. S. Serial No. 09/874,472 .i^j. --^^ ..-i. _^ n- ... u ^ 

Filing Date: June 4, 2001 

Title of the Invention:MEANS AND METHODS FO 
MONOTORING PROTEASE INHffilTOR 
ANTIRETROVIRAL THERAPY AND GUTOEMG 
THERAPEUTIC DECISIONS IN THE TREATMENT 
OF HIV/AIDS 

Sheet 27 of 50 



27/50 



(/) 

O (/) 



o 

Q. 

o 





c 
c 



.2 E 



S 8 

0) > 



Q. 



II II It 



O 
Q. 

■ 



;4 




< 
Is 



Q. 



u 
c 



a* 




05 

E 

(/) 



0) 
> 

■ 

'35 
o 

Q. 



O 



on 





0) 

o 



<D 
> 

■ MM 

— Q 
O ^ 

o c 

Q_ 0 





re 



o 0) 

01 



c 



H 
O 



28/50 



^^^^ 

o 



O (/) 



Q. C 

CO CO 

O c 

.2 E 

.2 <D 

(A O 
S 0) 



a. 



0) 

S > 



3 < 



00 





o <^ o 



< 

HI 

CM 
Q. 



o 




Q. 

a: 
a. 



Applicants : Neil T. Parkin and Rainer Ziermann : « j 
U. S. Serial No. 09/874,472 
Mime Date: June 4, 2001 
le of the Invention:MEANS AND METHODS FOR 
NOTORING PROTEASE INHIBITOR 
RETROVIRAL THERAPY AND GUIDING 
THERAPEUTIC DECISIONS IN THE TREATMENT 
OF HIV/AIDS 

Sheet 29 of 50 



^^^filuij 

^^^lC( 

^^■3N' 

^■Inti 




29/50 



2 



in 



^ 1 



•S2 




TI M r 1 1 n i r M 1 1 I 1 1 i | M 1 n i ngjj 




■ • ■ • 1 ■ ■ ...... 1 t ■ 1 < 1 1 J i-fc-A. 



in 

csi 

CM 

in 



in 



1 r 1 1 rt" 

— 


1 T I ] 1 t 1 P 1 






























t 





in 



in 



saiduies jo jaquinN 



CD 

o 
c 

0) 



o 

0) 
(0 

o 



in 
O 



in 



0) 



CM <0 

in o 





to 



CM 



saiduies jaqiuriN 





Filing Date: June 4, 2001 „ 

Tide of the Invention: MEANS AND METHODS FOR 
MONOTORING PROTEASE INHIBITOR 
ANTIRETROVIRAL THERAPY AND GUIDING 
THERAPEUTIC DECISIONS IN THE TREATMENT 
OF HIV/AIDS 

Sheet 30 of 50 




30/50 



g 



Co 



Co 



i2 



■§ 

s: 



(0 

o 

• ■■Mi 



a 



COCOCOCsICO^tT'* Ca ^ ^ <0 CM EJ ^ CM CO Ol CO 

***** • > * ■ • * HjjQ • • * • * 

ooooo o o oEloooooElooooo 



CO IB CO HBi 

g| o o Q o o QQ 



^ CM '(t El CO El Ltlllu COCM^CMCMCMCMCO 

o o o o El o o d o o EIEI oooooooo 



Sliliiiil 



olClCrl ^"^^"^COCOCMCMCMCMCM 

3 El El ooooooooooo 



g CO ^ El "^t ^ d COCO^COCMCMCSICO 

3 o o o o d ooooo El oooooooo 



r 




m 

§ 



CM (M <M El CO ^CO^-^COCOCMCMCMCMCMCOCO 

o o o Fl o ooooooooooooo 



Mo 



o 



o o o o 

o o o o 
fs^ 

A A A A 



lo a> CO 

<D O 0> 



T-S w S coT-r^a>H 

^ CM CM * ■ • IS 

®ro ^ CO OCMOO'^IJ 




^ o 2 CO <D 2 i?i "> ^ r^ is 
r- CM *^ O ^^^r-O 



MM o M 
■IM ^ M 



CO o 

^ ^ CoIh 



CM fe) E 



CD CO 



.1^ H 



uHBBBB ^ BBS BBBB ^ B^llB 



o 




T-KJCM 




00 

CM ^ 



CO 



CM 




O o 

CO CO 
A A 




CM 



O O O OOOOO 
O O OOOOOO 
CO CO CO CO CO CO CO CO 
AAAAAAAA 



CM 



CM 



CM 



00 



CM 



try 



CD 



to 



CO 



00 



2 S ^ 

o o • 

CO CO 2 

A A 





I 






O 



Applicants : Neil T. Parkin and Rainer Zier^^mji ^ 
Jll S , Serial No. 09/874,472 
^^^g Date: June 4, 2001 

^^■of the Invention:MEANS AND METHODS FOR 

^^Pnotoring protease djhibitor 
antiretroviral therapy and guiding 
therapeutic decisions in the treatment 
of hiv/aids 

Sheet 31 of 50 



^r-ip-- i,-<a>i> 5-'* 




•uiift »i»r»5, "*"S) 



J*( h -Si" 



5i/5<? 




CM 

oo 



CO 



CM 



oo 



If) 



CO 



CM 



0> 

01 



3 






0) 



0) 



(0 

o. 



CM 



00 




(eouajaj^a^ io %) 




Applicants : Neil T. Parkin and Rainer Ziermami 
U. SLSerial No. 09/874,472 
Fj^H>ate: June 4, 2001 

l^^Bhe lnvention:MEANS AND METHODS FOR 

iv^mforing protease inhibitor 
anti&:troviral therapy and guiding 
therapeutic decisions in the treatment 
of hiv/aids 

Sheet 32 of 50 



32/50 





Applicants : Neil T. Parkin and Rainer Zi^rnsapn; 
if. S. Serial No. 09/874,472 
i^iling Date: June 4, 2001 

He of the Invention: MEANS AND METHODS FOR 
)NOTORING PROTEASE INHIBITOR 
,TIRETROVIRAL THERAPY AND GUIDING 
THERAPEUTIC DECISIONS IN THE TREATMENT 
OF HIV/AIDS 

Sheet 33 of 50 






'■'-"Vii it H 



0 



^=.±zz. Tttttt! -it i; n ii '*'*''^^ -tja**^ 

Applicants : Neil T. Parkin and Rainer Ziermann |i J !u:iuti.:f. 
U, S. Serial No. 09/874,472 

AND METHODS FOR 
AONOTORING PROTEASE INHmiTOR 
^IRETROVIRAL THERAPY AND GUIDING 
THERAPEUTIC DECISIONS IN THE TREATMENT 

OF HIV/AIDS ^ ^ 

Sheet 34 of 50 




34/50 



o 

V) 

CO 



a> 
c 

(0 

o 

o 




Applicants : Neil T. Parkin and Rainer Ziermann 
V. S. Serial No. 09/874,472 
iiling Date: June 4, 2001 

.of the Invention:MEANS AND METHODS FOR 
MOTORING PROTEASE INHIBITOR 

tOVIRAL THERAPY AND GUIDING 

LRAPEUTIC DECISIONS IN THE TREATMENT 
OF HIV/AIDS 

Sheet 35 of 50 



Jl "it 



-li -ii -a 




35/50 



0) 

o 
c 



<D 
CO 



0) 

2 




<1> 
O 

c 

3 

cr 
a> 

CO 

CO 



a 

(0 

> 
2 



0) 

o 

CO 



0) 
O) 

c 

(0 

O 



3 CM ^ ni CO ^ ^ fO CO 
HOOOMOOOOOO 



Hdul CO CO ^ ^ CO 
<6 <6 <6 d Q 



< 



^ COCOCOCM^CslCO-^CM 
O M OOOOOOOOO 



lU 



5 



o 



o 

CO 



■o 



o 
m 
< 

a 

E 
m 

CO 



00 



GO 



00 



CO 



CM 



00 



CO 



CO 



■ 

o 



0> 



00 



00 



oo 



00 



in 



CD 



00 



00 



00 



oo 



oo 



CD 



CD 




CM 

(0 

? CO 



u> > 

? 9 



CM 



CO 



CM 



OO 



A»ioBdeo uoi;e3!|deu 




Applicants : Neil T. Parkin and Rainer Ziermann n :r"ii r:^ ii s ti s -|| |f ^ "X^- f"^ I^^S^ 

^ iL^. Serial No. 09/874,472 ^Ji-SP^^^^' "-r-:r.^=- li-^ .J^.. a. .^ H^ t,^ 

n _Filing Date: June 4, 2001 

(a ^Btfc of the Invention :M£ANS AND METHODS FOR 

a^ ^^Bnotoring protease inhibitor 

to ^^PtiRETROVIRAL therapy and GUIDING 

^mERAPEUTIC DECISIONS IN THE TREATMENT 
C OF HIV/AIDS 

Sheet 36 of 50 

(0 

o 



36/50 



1 J 

— — J 




o 




o 

o 
c 

0) 



a> 

CO 

CO 

I 




o 

CO 



CO 



lO 



0) 
O 

c 

<D 
3 
CT 
0) 
CO 

c ^ 

o> := 

to :Q 
Q. 



0) 
O 

tn 

CO 

o 
c 

o 

o 

U- 




CO 



CO CM CO 

* * ■ 

o o 



CO CM CO 
• • • • 

o o o o 



SI Tf CO 

a o o 



a. 
S 

< 



liJ 



o 
rsi 



O 



O 

CO 



O 
CD 



0> 

Q. 

E 

CD 
CO 



to 



to 



CO 



a> 



CO CM CO 



oo 



00 



to 



CO 



CO 



00 



00 



CO 



CO 




oo 



(0 

a> 

CO 



CO 



in 



0) 



0) 
Q 



a. 



00 



Applicants : Neil T. Parkin and Rainer j&i^riaaan^j « -.-jt .j-i, „j} "--^r. .^-.^j 

^ U. S. Serial No. 09/874,472 1 S S:.:. m ^. ^lJ> ^ n^tSi^^ 

rt' ^^^^ Filing Date: June 4, 2001 ^„ 

^ Title of the Invention:MEANS AND METHODS FOR 

<J^ ^^MONOTORING PROTEASE INHIBITpR 

to ANTIRETROVIRAL THERAPY AND GUIDING 

THERAPEUTIC DECISIONS IN THE TREATMENT 

OF HIV/AIDS 

Sheet 37 of 50 



O 








57/50 



g 01 




Ceo o Q) 

o 



0> 





fen 



CM 



<^ a: ^ St® 



o O -a ^ --p -l </>_ 



2 Q- S: Q. w CL ^ 




Applicants : Neil T. Parkin and Rainer Zieritmna„„ 
U. S. Serial No. 09/874,472 r " 

IsUng Date: June 4, 2001 

of the Invention:MEANS AND METHODS FOR 
JOTORING PROTEASE INHIBITOR 

STROVIRAL THERAPY AND GUIDING 
^rHERAPEUTIC DECISIONS IN THE TREATMENT 
OF HIV/AIDS 

Sheet 38 of 50 





38/50 



ft? 



J 

St 



Co 



St 



a 



fen 



CD 



< 
H 

Ph 



CO 



O 




E 

(0 



i I 




< 

o 



ooo<<oooo<oo 

000330000303 



E 

(0 



< 
< 
o 

< 
o 
< 
< 
o 
o 
o 
< 




Applicants : Neil T. Parkin and Rainer Ziermann 
U. S. Serial No. 09/874,472 ^ | >J 

JEilin p Date: June 4, 2001 
^■^of the InventioniMEANS AND METHODS FOR 
^^MOTORING PROTEASE INHIBITOR 
^■PriRETROVIRAL THERAPY AND GUIDING 

THERAPEUTIC DECISIONS IN THE TREATMENT 

OF HIV/AIDS 

Sheet 39 of 50 



39/50 




''if ll It 



Co 



CO 



so 



I 



CO 



CD 



CO 

to 
0i 



ID 
CO 
CO 

S 

CM 



a 

H 

s 

o 

cn 

CM 
H 

pa 

(XI 

CO 

pa 
a: 

CO 

d 
1^ 

i 

o: 

s 

CO 
04 

IS 
H 

o 

(X4 



CO 



(0 



> 



E-« 



Oi 



CO 



EH 



CO 

o: 



o 

0) 

E 

(0 



n 

H H > 
H H H H 



(0 



1^ 
CO 

CO 

> 

CO 



Hi 



CO 



CO 



2 



Q 
I 



H 
tH 



PC 




M 

M M > 
H H M M 



0- 

o 
CO 



0) 

c 

CO 

o 
o 
a 

<D 



CO 



(U 

I MM 

Q. 

E 
o 



0) 



■o 

(0 

c 
_o 

o 



o 
w 
o 



0) 




< 

o 



.2 
too 

ft? 



>5 



Applicants : Neil T. Parkin and Rainer Zierniaimii iT"}' 
U. S. Serial No. 09/874,472 ?Ui5 
"Jling Date: June 4, 2001 

le of the Invention:MEANS AND METHODS FOR 
NOTORING PROTEASE INHIBITOR 
riRETROVIRAL THERAPY AND GUIDING 
THERAPEUTIC DECISIONS IN THE TREATMENT 
OF HIV/AIDS 

Sheet 40 of 50 



U. S 



,1- -** 



iimii i»*iJj, 




40/50 



< 

<oo<<oe)oo<oo ^ 



oo 



OOCDOOO 



< 

< 
< 
o 
o 
o 
< 



o 



CDO<<0000<00 




< 



ooo<<oooo<oo 



< 
< 



< 

< 
< 
o 
o 
o 
< 



< 
< 



o 
< 

< 
< 
o 
o 
o 
< 



o 



OCDO<<0000<00 
0003300CD0303 



E 



I 



< 
< 



< 

< 
< 
o 
o 
o 
< 



< 

o 



oooO<oooo<oo 

000Z33000030: 



< 
< 

< 



< 

< 

< 
< 
o 

CD 

< 




^PF2?*=^S_;^*I:,&f*^^^ Rainer ZUt^i^^^ y g; 




U. S. Serial No. 09/874,472 
Filing Date: June 4, 2001 

Title of tlie Invention: MEANS AND METHODS FOR 
MONOTORE^G PROTEASE INHIBITOR 
ANTIRETROVIRAL THERAPY AND GUIDING 
THERAPEUTIC DECISIONS IN THE TREATMENT 
OF HIV/AIDS 

Sheet 41 of 50 



..'It 



,.11 -iif ij, i^Ti -rftin. t"«i. 




41/50 






Adoo VNy 



Applicants : Neil T. Parkin and Rainer Ziermaqn. 
if. S. Serial No. 09/874,472 LI 

•g Date: June 4, 2001 
pf the Invention:MEANS AND METHODS FOR 
pxoring protease inhibitor 
Retroviral therapy and guiding 
therapeutic decisions in the treatment 
of hiv/aids 

Sheet 42 of 50 



""tti it i; 



'•s :r'h ""TJ^ jr'j) rr^ 





...-S-.T^.-.-.- 



OS 



CM 



oo 



it'Ki, ^(I^i, rf"'*. 

(I ii ti n n._i' 
il 11 "'-^-iJ -i! ■ -if 







1 



m 



Applicants : Neil T. Parkin and Rainer ZiermapV: ^\ 
U. S. Serial No. 09/874,472 



Ing Date: June 4, 2001 

e of tlie Invention:MEANS AND METHODS FOR 
NOTORING PROTEASE INHIBITOR 
IRETOOVIR/VL ™ERAI»Y AND GUIDING 
THERAPEUnC DECISIONS IN TOE TREATMENT 
OF HIV/AIDS 

Sheet 44 of 50 




.:/; 



mi 



'HI 



(0 




44/50 



o 



0) 



Q. 



5fi CO o) IS 0) _ 

c ^ -S c J o c 




<i> ^ Q. tr i « "E 13 .2 2^ * 



O r- O M S; «9 O o O « 0) 



co±.2£;;;Q.g>£S>oE 



CM <A ^ ^ — ' O O) ^ ^ 



.jJI iJ^=Si "K'M tt"i!, 




• Fi 
Ti 
M 
AT 



Applicants : Neil T. Parkin and Rainer jtiliroliiffl! » r. i:- .. 

U. S. Serial No. 09/874.472 ^"'^ ^ " ^ ' ' 

Filing Date: June 4, 2001 

"itle of the Invention: MEANS AND METHODS FOR 
"ONOTORING PROTEASE INHIBITOR 
ANTIRETROVIRAL THERAPY AND GUIDING 
THERAPEUTIC DECISIONS IN THE TREATMENT 
OF HIV/AIDS 

Sheet 45 of 50 




45/50 




< 





Applicants : Neil T. Parkin and Rainer Ziermann 
U. S. Serial No. 09/874,472 
Filing Date: June 4, 2001 

Titltfi^e InventioniMEANS AND METHODS FOR 
M^^WRING PROTEASE INHIBITOR 

tOVIRAL THERAPY AND GUIDING 
»EUTIC DECISIONS IN THE TREATMENT 
OF HIV/AIDS 

Sheet 46 of 50 




46/50 



•)i >n -ft tt 



"-J^ lS"i5 !™}; 




CO 



E 

(0 
CO 

CO 

c 
o 

CO 

(5 

Q. 

E 
o 
o 

CD 
CO 



CO 




a 

CO 



in 
o 





CO 




o 


CO 










co 


CO 




o 


o 


* 

o 


o 












CM 


o> 








<o 






o 


■p 





I 






1^ 


^» 


CO 




tn 
















o 


O 


* 

o 



CO 

_3 

CO 
> 




ir> h-. r*- 1- 

r-- CO CT) 

CD m to 

o o. o o o 



9 ei 



P- a 
a: CO 



S CO 



.CO 



O 

CO 

Q 



§ 

CO 
CD 
CO 
=3 



CO 

q> 

CO 

I 1 




oooocbcziociocDCDo 



CM 



a ^ ^ a ^ § a 

CO CO _i — cn 



— u-UL^ — — Z — < — ZQi<2ZcO 



^ > > > 
O a. Q_ CL 

< < < 



CM 

q: 

CM 



lo 1- |t» 

1^ CO CT> ' 

CO r-- lo m 

o o o o <=) iea o 




♦ 



CO uo a> CD 
h-. CD |a3i CO 

o o 




O CO 




2 CO 



> > 

^ _i z a: CO 



oc q: CO CO 



o a Q. 

CO CO —I 



< — — zzzzzortroTco 



< < < < 





Applicants : Neil T. Parkin and Rainer Zierpp^ i^^r. ii !} n n ^•■•"h iVii 
l)!^. Serial No. 09/874,472 4^^^ & J„ ijj 



Filing Date: June 4, 2001 
Title of the Invention: MEANS AND METHODS FOR 
MONOTORING PROTEASE INHIBITOR 
ANTIRETROVIRAL THERAPY AND GUIDING 
THERAPEUTIC DECISIONS IN THE TREATMENT 
OF HIV/AIDS 

Sheet 46 of 50 




47/50 



-.4; **sts£jk, 

*li .1- -tl it It 




I 



AJNBoi 




Applicants : Neil T. Parkin and Rainer Ziermann 
U. S. Serial No. 09/874,472 
^^ng Date: June 4, 2001 

^^^of the Invention: MEANS AND METHODS FOR 
^^WOTORING PROTEASE INHIBITOR 
^PmRETROVIRAL THERAPY AND GUIDING 

THERAPEUTIC DECISIONS IN THE TREATMENT 

OF HIV/AIDS 

Sheet 47 of 50 



fi -i-.J' 



_ • -.A ■. 1 1 • - 



J" M « • *t 




CQ 

: ql 



o 

CO 



CO 

O 




CO m 

CO £ 

S 



a. 



£ 
o 
cn 



O 

CO 



> 



< 



r-- 
< 

a." 
<*) 
to 



cn 



CO t 

CO 

-C Q 

T OO 

CO 

> _- 

> P: 

?: > 
< h-" 



o 



o 

CO 
GO 



o 

CO 

a: 



= Q = :- S r-- 



— 0> CO o> 

«g z _l 



. - < 

f «9 *^ n' 

J O z — ' 

' to S2 <o 

• _j 2 _i 



o 

OO 



<^ < o> 
«o - -» 
— ' D. - 

lO OO 

S S 



> 

a." 
tn 

<£> 



€0 a t 

3 2 > 



< 
a.' 



> 

CO 

CO - 

3 ^ 

^ < 
— to 

- <£> 

to — J 

S > 

i£2 



So ^ 

< a ^ 

a. - ~ — 

CO Q. — ■ ^ 

I to 2 oa 

. U> ^ 

lO T— _ . CO 



:2 



to 

CO 



to 
m 



O 

CO — 
CO U, 



' CO 

> to 



eo o> 



eo 
O 



— I O O 



O 



to 
-I O 



CO to 

O «o 

- s 

a: . 



r:^ «o 3 



Q u. < 

ac < 

ET oT 

t C5 <0 

M to 

> O _l 

a." I—" u." 

ro o to 

to OI CO 

^ ^ -J 



3 = 

2 Q- JS! -' 

S CO t^ » 

2 S > Q 



_- - Z «0 

> o Z 
"» to 

> s o < 

s S i 

to 2 CM « 

~i ^ \|f ^ 



o o o 
CO ^ to 
Q —I O 



£ o 



o 
in 

O 



I— 3 

O ^ 

-I 

cr ^ 

SS ™ 

OO o 



0) 
CD 

CD 
O 

I 

in 

A 



.9 



O to" 

CO 0) 
Q 

c/> 

c a> 

~ CO 

.E 0) 

iS :S 

o CO 

V) (D 

^ O 

Q. ^ 

E a> 

CD "O 

o 9> 

CO ^ 

o o 



Q_ 



0) 
CD 



0) 
O 
(/) 

to 

T3 
(D 
O 
3 

TD 

(D 
i_ 

> 
CD 



> 

O 

CO 



CO 



CD O 



to to 
Q Q —I 



< 



a> 



0) 



<7> 

z 

o 

CO 

O 

0) 

c 

CO 

u 
O 

CO 



J . 1 . t_ 






T ■ r- 



=^ S -5 ^ 

(T> cn o o 

— J _i cn o> 

o o o o 

CO fO CO CO 

Q O O Q 



Q o 
c 

.E CO 

CO CO 

o B 

O CD 
CO 

_g> <D 
a. 

CO P 



CO ^ 

CD O 

Q. a> 

o *— 

c o 

CI) -o 

Q. CD 



CO 

CO 
0) 



0) 
CO 

a> CO 

s- ™ 

i ^ 

0) - - 

c to 

c: _g> 

(U 



CD Ql 

-Q £ 

to tf) 

_ r- 

CO -2 



o in 

O CM 



0) 

o 
0 

o 

CD 



CO « 

j= 0) 

o 

-P. <D 



0) a> 

CO 




ll*l=li itm, 

ts n li It <J }i 

ii a ■ '^'iu -(I'^h ft 



Applicants : Neil T. Parkin and Rainer Ziermann 
U, S. Serial No. 09/874,472 

•g Date: June 4, 2001 
bf the Invention: MEANS AND METHODS FOR 
pTORING PROTEASE INHIBITOR 
[RETROVIRAL THERAPY AND GUIDING 
THERAPEUTIC DECISIONS IN THE TREATMENT 
OF HIV/AIDS 

Sheet 49 of 50 




Uiini -siisii 



1^ 




(0 



CO 

< 
CM 
OO 



CO 

o 



- CM CM 5» 

K 00 00 

CO > > - 

< > > * 

CM 00 00 00 

OO ^ ^ ^ 

> o o o 

• o • • 



o 



CP 



Applicants : Neil T. Parkin and Rainer ZierjrtMijq^ --p qi^^O, 
iJ. S. Serial No. 09/874,472 ^i--'' '-'^^ ^' 

iiie Date: June 4, 2001 . ^„ 

^ of the InventionrMEANS AND METHODS FOR 
JOTORING PROTEASE INHIBITOR 
™. . IRETROVIRAL THERAPY AND GUIDOJG 
THERAPEUTIC DECISIONS IN THE TREATMENT 
OF HIV/AIDS 

Sheet 50 of 50 



^Ki 




Hi 



i) rii iH) :p 

julii. iu*d' *ulij. -J- '>JH*' 



50/50 



i 




CO 



CD 



O 
O 

c: 
o 



«2 




CO 



CM 



